10/553262 



WO 2004/089369 



PCT/GB2004/000690 



1/27 



60 1 



few 

CO 
0) 

c |50 

£ s 

8^30 

a> .2 
> ** 

si 20 
Si 

Q-o 10 
Ql = 

O ro 0 

LU 





Q74CON 



Q74+3IW 



□ Nuclear Fragmentation □ /Aggregation 



(0 

® 60 
o 

= to 
= 250 

£§> 
^£40 

to E? 



0) 



30 -I 
»= 20 

— (0 



0) c 

O F 

10 

D_ C 
Li- SI n 

o « 0 

LU 





A19(XN 



□ Nuclear Fragnnertaticn □ ^ggregsticn 
Figure 1 
SUBSTITUTE SHEET (RULE 26) 



WO 2004/089369 



PCT/GB2004/000690 



2/27 



CO 

» 70 

c s eo 

£ CO 

^ g>S0 

= 5 s 40 
o <^ 

|| 30 
If 2D 
£8 10 

U-.Q 

JJJ U 





CF40CN 



074+BsCM 



□ MrieerlragmBrt^ion □ Ac&egsticn 



| 18 

il 14 

*£12 
= win 

<D CO IU 

u IS 

if 

o E 
°-o 

Ql c 
U_ X2 

UJ 



8 
6 
4 
2 
0 





A1900N 



A19H3a£M 



□ Mdeer Fragmentation □ Aggregation 

Figure 2 
SUBSTITUTE SHEET (RULE 26) 



10/553 26E 



WO 2004/089369 PCT/GB2004/000690 

3/27 




r » a £ p 1X5 ° 

s3^e6aj66e/se|)!|euiJouqe 
jeapnu mjim s||eo ©Ai*isod ddS>3 % 




^ so;BBajBBe/sai;!iBUiJouqB 



so»BBejBBe/sai;!|BuiJOuqB 
jBaionu m«M S||ao GARisod dd03 % 



SUBSTITUTE SHEET (RULE 26) 



10/553262 



WO 2004/089369 



PCT/GB2004/000690 



4/27 



u> o> 35 



1 » 



P n 30 



9> © 25 
s; = 20 - 

Q. g 

O ro 5 

UJ i_ 

_ ro 0 
o 



10 



NS 





Q74 CON 



Q74+Epox 



□ Nuclear fragmentation □ Aggregation 



SL 30 
u 



CO 



I 25 " 



= O) 



£ 20 



— - w 

8 -S 15 

1 E 10 - 

2 E 
* o 

8: 5 

O ra 

UJ 





A19 CON 



A19+Epox 



□ Nuclear Fragmentation □ Aggregation 



Figure 4 



SUBSTITUTE SHEET (RULE 26) 



10/553262 



WO 2004/089369 PCT/GB2004/000690 

5/27 



mTOR (PC12cells) 



</> 

c 

0) 



120 -I 
100 - 
80- 
60 - 
40 - 
20 - 
0 - 




Q23 



Q74 



Figure 5 



SUBSTITUTE SHEET (RULE 26) 



10/553262 



WO 2004/089369 PCT/GB2004/000690 

6/27 



0) 

c 



120 
100 
80 
60 
40 
20 
0 



C1 



C2 



M1 



M2 



B 



>» 

"35 
c 



120 
100 
80 
60 
40 
20 
0 



C3 



C4 



M3 



M4 



Figure 6 



SUBSTITUTE SHEET (RULE 26) 



10/5532 



WO 2004/089369 



PCT/GB2004/000690 



7/27 



V) 

c 



120 
100 
80 
60 
40 
20 
0 



Q23 



Q74 



to 
c 



120 n 
100 - 
80 - 
60 - 
40 - 
20 
0 



Q23 



Q74 



c 

2 

c 



120 
100 
80 
60 
40 
20 
0 



Q23 



Q74 



Figure 7 



SUBSTITUTE SHEET (RULE 26) 



■; ... 



10/553262 



WO 2004/089369 



PCT/GB2004/000690 



8/27 



H 




9 8 R P ° 

d-9S aAijeBau 

MtjM S||80 % 



SUBSTITUTE SHEET (RULE 26) 



10/ 



WO 2004/089369 



PCT/GB2004/000690 



9/27 




d-9S eArtBBeu 
miM sueo % 



SUBSTITUTE SHEET (RULE 26) 



10/553 262 



WO 2004/089369 



PCT/GB2004/000690 



10/27 




(+) TOP 




Q23-rap 



Q23+rap 



Q74-rap 



Q74+rap 



(-) TOP 



600000 
550000 
500000 

d> 

a 450000 
u 

£ 400000 

Bu 
.5 350000 
a> 

£ 300000 
ee 

o 250000 

a 

200000 
150000 
100000 





Q23-rap 



Q23+rap 



Q74-rap 



Q74+rap 



CD 
CO 

a 



(!) 
> 



20 
15 
10 
5 
0 
-5 

c >> -10 
o -Q 

■o -20 



c 
*o 
_ >» 
J5 E 

£ g. 

15 2 



Q23 



Ph 
O 
H 



o 



2 ° 



Figure 10 



SUBSTITUTE SHEET (RULE 26) 



m 



WO 2004/089369 



PCT/GB2004/000690 



11/27 



7000000 



5000000 



£ 3000000 
2000000 
1000000 



(+) TOP 





Q23-rap Q23+rap 



Q74-rap 



Q74+rap 



(-) TOP 





Q23-rap 



Q23+rap 



Q74-rap 



Q74+rap 



CD 

12 E 

2> g. 

"5 2 



20 
15 H 
10 
5 
0 
-5 

-10 H 

-15 



c >» 
g .o 

■o S 
2>£ -20 

55 'I -25 H 

" -30 



Q23 



Q74 



o 



■ 



P4 

o 



s 



Figure 11 
SUBSTITUTE SHEET (RULE 26) 



WO 2004/089369 



PCT/GB2004/000690 



12/27 



S « 20 

3 t 10 

C 0 



□ 2QAtaxin1 □ 92QAtaxin1 (-agg) 

m 92QAtaxin1 (+agg) 



Figure 12 



SUBSTITUTE SHEET (RULE 26) 



10/553262 



WO 2004/089369 PCT/GB2004/000690 

13/27 

A 

200 -i 

^ 150 - r— 

g 100- i 1 | 1 

JZ 

50- 

0 -I — ' ' 1 — ' ' 1 L ' 1 — L - — 

Q23(1) Q23(2) Q74(1) Q74 (2) 

B 

120 -i I 1 

100 - i 1 i 1 

80 - 

'55 

g 60 - 

i 

= 40 - 

20 - 

o ] — I 1 — , — I 1 — , — I — J — , — I — L 

023 (Ul) Q74(UI) Q23(l) Q74 (I) 

Figure 13 
SUBSTITUTE SHEET (RULE 26) 



10/553 26? 



WO 2004/089369 



PCT/GB2004/000690 



14/27 



V) 




8 








CD 




■ > 


CO 


'</) 

o 


LC 


Q_ 




CL 


% 


LL 




O 




LU 










□ Q23 DQ74(-agg) HQ74(+agg) 



Figure 14 



SUBSTITUTE SHEET (RULE 26) 



10/553262, 

WO 2004/089369 PCT/GB2004/000690 

15/27 




□ Q25 nQ103(-agg) HQ103(+agg) 

Figure 15 



SUBSTITUTE SHEET (RULE 26) 



10/55326? 



WO 2004/089369 PCT/GB2004/000690 

16/27 



= » 50 n 



0> 

11 

S2 O 
(/> C 

o n 

Q. (0 

2: | 

LU 



■ 2 40 

I 30 -I 
c 

% 20 
1 10 

3 

c 0 



Q74 (CO NT) 



Q74+Rheb 



□ Nuclear Fragmentation □ Inclusions 



Figure 16 



SUBSTITUTE SHEET (RULE 26) 



10/553E6E 



WO 2004/089369 PCT/GB2004/000690 

17/27 



0) 

= 0) 



II 

.t: o 
</> c 
o .a 

Q. (0 
LU 



O 

"(7) 



(0 
3 
O 

o 

3 
C 



30 
25 
20 
15 
10 
5 
0 



Q103 (CONT) Q103+Rheb 

□ Nuclear Fragmentation □ Inclusions 



Figure 17 



SUBSTITUTE SHEET (RULE 26) 




10/55326? 

WO 2004/089369 PCT/GB2004/000690 

18/27 




1 2 3 4 5 6 7 

Rhabdomeres 

□ DMSO ■rapamycin 



Figure 18 



SUBSTITUTE SHEET (RULE 26) 




10/553262 

WO 2004/089369 PCT/GB2004/000690 

19/27 




0 1 2 3 4 5 6 

Rhabdomeres 



DDMSO B rapamycin 



Figure 19 



SUBSTITUTE SHEET (RULE 26) 



WO 2004/089369 



PCT/GB2004/000690 



20/27 




Figure 20 



SUBSTITUTE SHEET (RULE 26) 



WO 2004/089369 



PCT/GB2004/000690 




Figure 21 
SUBSTITUTE SHEET (RULE 26) 



WO 2004/089369 



PCT/GB2004/000690 



100 



100 
80 

CO 

£ 60 

o ■ 

CP 

20 



22/27 



4 weeks 



□ placebo 
■ CCi-779 




JZL 



i — ■ — ■ 1 



0 12 3 



100 



40 



18 weeks 



\jMl 




n 



0 12 3 



14 weeks 




0 12 3 



100 



40 



20 weeks 



-t — ■ — I ~~ — r 



0 12 3 




Figure 22 
SUBSTITUTE SHEET (RULE 26) 



10/553262 



WO 2004/089369 



PCT/GB2004/000690 



23/27 



100 
80 

| 60 
© 

1 40 
20 
0 



4 weeks 



□ placebo 
■ CC 1-779 




Figure 23 
SUBSTITUTE SHEET (RULE 26) 



iO/55326? 



WO 2004/089369 PCT/GB2004/000690 



24/27 




SUBSTITUTE SHEET (RULE 26) 



10/5&3262 



WO 2004/089369 PCT/GB2004/000690 

25/27 




SUBSTITUTE SHEET (RULE 26) 



10/553 26? 



WO 2004/089369 PCT/GB2004/000690 

26/27 




□ Non transgenic 



Figure 26 



SUBSTITUTE SHEET (RULE 26) 



10/553 



/ 



WO 2004/089369 



PCT/GB2004/000690 



27/27 



2.5 n 




8 weeks 12 weeks 16 weeks 

Age 

□ Non transgenic □ placebo ■ CCI-779 



Figure 27 



SUBSTITUTE SHEET (RULE 26) 



